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International filing date 

jday/month/'year) 25 May 2005 (25.05.2005) 



Applicant 

ENDOTHELIX, INC. 



1 . ^ The applicant is hereby notified that the international search report and the written opinion of the International Searching Authority 

have been established and are transmitted herewith 

Filing ofaroendments and statement under Article 19: , u x aav 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46) 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the international 
search report. 

Where? Directly to the International Bureau of WIPO, 34 chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 338.82.70. 

For more detailed instructions, see the notes on the accompanying sheet. 

2. n The applicant is hereby notified that no international search report will be established and that the declaration under 

Article 17(2)(a) to that etTect and the written opinion of the International Searching Authority are transmitted herewith. 

3 CD ^'^h regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the applicant's 

request to forward the texts of both the protest and the decision thereon to the designated Offices. 
I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after the expiration of 18 months from the priority date, the international application will be published by the International 
Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90*«.l and 90A«J, respectively, before the completion of the 
technical preparations for international publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an international 
preliminary examination report has been or is to be established. These comments would also be made available to the public but not 
before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority date 
(in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed acts for 

entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 
See the Annex to Form PCT/IB/301 and, for details about the applicable lime limits, Office by Office^ see the PCT Applicant's Guide, 
Volume II, National Chapters and the WIPO Internet site. 
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The applicant is hereby notified that the international search report and the written opinion of the International Searching Authority 
have been established and are transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the international 

search report. 

Where? Directly to the International Bureau of WIPO, 34 chemin des Colombettes 
121 1 Geneva 20, Switzerland, Facsimile No.: (41-22) 338.82.70. 

For more detailed instructions, see the notes on the accompanying sheet. 
The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17{2)(a) to that etfect and the written opinion of the International Searching Authority are transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 

the protest together with the decision thereon has been transmitted to the International Bureau together with the applicant's 
request to forward the texts of both the protest and the decision thereon to the designated Offices. 
[ I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

Reminders 

Shortly after the expiration of 18 months from the priority date, the intemational application will be published by the International 
Bureau If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the intemational application, or of the 
priority claim, must reach the International Bureau as provided in Rules ^Obis. 1 and 906«.3, respectively, before the completion of the 
technical preparations for intemational publication. 

The applicant may submit comments on an informal basis on the written opinion of the Intemational Searching Authority to the 
Intemational Bureau. The International Bureau will send a copy of such comments to ail designated Offices unless an international 
preliminary examination report has been or is to be established. These comments would also be made available to the public but not 

before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the prionty date 
(in some Offices even later); otherwise, the applicam must, within 20 months from the priority date, perform the prescribed acts for 
entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 
See the Annex to Form PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicant's Guide, 
Volume II, National Chapters and the WIPO Internet site. 
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International application No. 
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International filing date (day/month/year) 
25 May 2005 (25.05.2005) 


(Earliest) Priority Date (day/month/year) 
26 May 2004 (26.05.2004) 


Applicant 

ENDOTHELIX, INC. 







This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

X 

This international search report consists of a total of ^:-f sheets. 

I I It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the Report 

a. With regard to the language, the international search was carried out on the basis of: 
^ the international application in the language in which it was filed. 
I I a translation of the international application into 



, which is the language 

of a translation ftimished for the purposes of international search (Rules 12.3(a) and 23 . 1(b)) 
This international search report has been established taking into account the rectification of an obvious mistake 
authorized by or notified to this Authority under Rule 91 Rule 43.6 bis(a) 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

Certain claims were found unsearchable (See Box No. II) 

Unity of invention is lacking (See Box No. Ill) 
With regard to the title, 

1^ the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



□ 
□ 
□ 



With regard to the abstract, 

the text is approved as submitted by the applicant. 
I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 

may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

With regard to the drawings, 

a. the figure of the drawings to be published with the absU-act is Figure No. 1 



as suggested by the applicant. 
[ I as selected by this Authority, because the applicant failed to suggest a figure. 
I I as selected by this Authority, because this figure better characterizes the invention, 
b. CZI none of the figures is to be published with the abstract. 
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INTERNATIONAL SEARCH REPORT 


International application No. 
PCT/US05/ 18437 


IPC: A61B 5/00( 2006.01 X5/02( 2006.0 l),6y00( 2006.01) 

USPC: 600/474,493,549 
According to Internationa! Patent Classification (IPC) or to both national classification and IPC 


B FIELDS SEARCHED _ 


Minimum documentation searched (classification system followed by classification symbols) 
IIS 600/300 306 412 438 474 493,549.555 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
EAST 


r nnn imhnts considered to be relevant 


Category * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A 
X 
Y 
A 
A 


US 5,634,468 A (Piatt et al.) 03 June 1997 (03.06.1997). see entire document 

US 6,447,460 Bl (Zheng et al.) 10 September 2002 ( 10.09.2002), see entire document 

US 5,050,612 (Matsumura) 24 September 1991 (24.09. 1991), see entire document 
US 6,547,745 Bl (Rubinstein) 15 April 2003 (15.04.2003), see entire document 


1-330 

1-7, 10, 13, 15-19, 23- 
31,33-44 

8-9, 11-12, 14, 20-22 
1-330 

1-330 


/K! Further 


documents are listed in the continuation of Box C. 


See patent family annex. 


* Special categories of cited documents: 

•'A** document defining the general state of the art which is not considered to be of 

particular relevance ^^^^ 

"E" earlier application or patent published on or after the international filing date 

"L" document vkfliich may throw doubts on priority claim(s) or which is cited to 

estabhsh the publication date of another ciUtion or other special reason (as " V" 
specified) 

"0" document referring to an oral disclosure, use. exhibition or other means 

"P" document published prior to the international filing date but later than the '& " 
priority date claimed 


later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 


Date of the actual completion of the international search 
12 June 2008 (12.06.2008) 


Date-of m 




m 


mational search report 


Name and mailing address of the ISA/US 
Mail Stop PCT, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (571) 273-3201 


Authorizecpoff 
l^lax HiriqenB 
Tetephor/e No. 


ter k y 

(570-272-4726 
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



Y 
Y 
Y 
Y 
Y 
Y 
Y 

X 
Y 



Citation of document, with indication, where appropriate, of the relevant passages 



US 2004/0019269 Al (Schaefer et al.) 29 January 2004 (29.01 .2004), see entire document 



US 4,428,382 (Walsall et al.) 21 January 1984 (21.01.1984), see entire document 
US 6.332,867 Bl (Chen et al.) 25 December 2001 (25. 12.2001), see entire document 
US 3,463,854 (Kopjas) 26 August 1969 (26.08.1969), see entire document 
US 6,077,228 A (Schonberger) 20 June 2000 (20.06.2000), see entire document 
US 6,090,050 A (Constantinides) 18 July 2000 (18.07.2000), see entire document 
US 4,379,461 (Nilsson et al.) 12 April 1983 (12.04. 1983), see entire document 
US 6,240,306 Bl (Rohrscheib et al.) 29 May 2001 (29.05.2001), see entire document 

WO 2004/017905 A2 (Kaharalkar et al.) 04 March 2004 (04.03.2004), see entire document 



Relevant to claim No. 



79-81,85, 97, 99-100, 
106, 111-112, 114, 
116-118, 120, 123, 
131-132, 134, 138- 
139, 142-143, 154, 
155, 164. 167, 182. 
185-188, 193-206, 
208-210, 212-214, 
216-217,219-221, 
223-229, 231-233, 
235-237, 239. 242- 
251,258-262, 265- 

273, 280-287 
48, 189-191 & 297- 

298 & 300-307 
144-152,252, 290- 

291,313-315 
317-329 

48 & 297-298 

276-279 

160-163, 175,316 

46,47, 49, 51-54, 60- 
62, 64, 69, 107, 140- 

141,254-255 
45, 50, 55-59, 63, 65- 
68, 70-71.74-78, 82- 
84, 86-93, 96, 98. 101- 
105. 107-110, 113. 
115, 119, 121-122, 
124-130, 133, 135- 
137, 153, 156, 165- 
166, 168-172, 176- 
181, 183-184, 192, 
203,207,211,215, 
218, 222, 226, 230, 
234. 238, 240-241, 
253, 256-257. 263- 
264, 288-289, 292- 
294, 299. 308-312 & 
330 



79-81, 85, 97, 99-100, 
106, 111-112, 114, 
116-118, 120, 123, 
131-132, 134, 138- 
139, 142-143, 154, 
155, 164, 167, 182, 
185-188, 193-206, 
208-210, 212-214, 
216-217, 219-221, 
223-229, 231-233, 
235-237, 239, 242- 
251,258-262, 265- 
273, 280-287 
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FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 
PCT/US05/18437 



International filing dale (day/month/y ear) 
25 May 2005 (25.05.2005) 



Priority date {day/month/year) 
26 May 2004 (26.05.2004) 



International Patent Classification (IPC) or both national classification and IPC 

IPC: A6IB 5/00( 2006.0 1).5/02( 2006.0I).6/00( 2006.01) 

USPC: 600/474,493.549 



Applicant 

ENDOTHELIX, INC. 



1. This opinion contains indications relating to the following items: 





Box No. 


I 


Basis of the opinion 


□ 


Box No. 


II 


Priority 


□ 


Box No. 


III 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


□ 


Box No. 


IV 


Lack of unity of invention 




Box No. 


V 


Reasoned statement under Rule 43Z>w.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 


□ 


Box No. 


VI 


Certain documents cited 


□ 


Box No. 


VII 


Certain defects in the international application 


□ 


Box No. 


VIII 


Certain observations on the international application 



2 FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66.\bis(b) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA. the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/lSA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/lSA/220. 

3. For further details, see notes to Form PCT/IS A/220. 
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P.O. Box 1450 

Alexandria, Virginia 223 1 3-1450 
Facsimile No. (571)273-3201 



Date of completion of this opinion 
13 June 2008(13.06.2008) 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. 
PCT/US05/18437 


Box No. I Basis of this opinion 


1 . With regard to the language, this opinion has been estabhshed on the basis of: 




^ the Internationa! application in the language in which it was filed 




□ a translation of the international application into , which is the language of a translation furnished for the purposes of 
international search (Rules 12.3(a) and 23. 1(b)). 

2. □ This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to this 

Authority under Rule 9 1 (Rule 436/j. 1 (a)) - . u u 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been 
established on the basis of: 


a. type of material 




I 1 a sequence listing 




1 1 table(s) related to the sequence listing 




b. format of material 




1 1 on paper 




1 1 in electronic form 




c. time of filing/furnishing 




I 1 contained in the international application as filed. 




1 1 filed together with the international application in electronic form. 




1 I furnished subsequently to this Authority for the purposes of search. 


4. □ In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


5. Additional comments: 
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Box No. V Reasoned statement under Rule 43 W*.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 



Claims Please See Continuation Sheet YES 

Claims 1-7. 10. 13. 15-19. 23-31 & 33-44. 45. 50. 55-5 9. 63, 65-68. 70-71. 
74-78.82-84.86-93.96.98. 1Q1-1Q5. 107-110. HI 115. 119. 121-122. 124-130. 133. 135-137, 153 1.56, 165 -166, 168-172. 



176-181. 183-184 192. 203. 207. 211 215. 218. 222 226 230 234. 23 8 240-241. 253. 2.56-257. 263-264, 288-289, 292- 
294. 299. 308-312 & 330 NO 



Inventive step (IS) 



Claims Please See Continuation Sheet 



Claims Please See Continuation Sheet 



_YES 
NO 



Industrial applicability (lA) 



Claims Please See Continuation Sheet 



Claims Please See Co ntinuation Sheet 



_YES 
NO 



2. Citations and explanations: 
Please See Continuation Sheet 

1 Claims 72-73 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly suggest a method 
for measuring a subject's endothelial functions by measuring and plotting a curve of skin temperature changes over time due to a 
provision of stimulant to a subject and measuring the area under the curve so as to thereby determine a health condition of the subject, 

2 Claims 274-275 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly suggest a 
method for measuring a subject's endothelial ftinctions by calculating a ratio of a first, temperature dependem vascular reactivity 
parameter with a second, non-temperature dependent parameter so as to determine the health condition of the subject. 

3. Claims 1-330 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter 
claimed can be made or used in industry. 
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International application No. 
PCT/US05/18437 



V.l. Reasoned Statements: ico t> ni ^Q ci 

The opinion as to Novelty was positive (Yes)w,th respect to claims 8-9. 1 1-12, 14. 20-22. 32. 46-49. 5 1-54 60-62. f4, 69 72-73 79-81. 
85 94-95 97 99-100 106 111-112, 114, 116-118. 120, 123. 131-132, 134, 138-152, 154-155. 157-164. 167. 173-175, 182. 185-191. 
193-202. 2O4I2O6, 208-210. 216-217. 219-221. 223-225. 227-229, 231-233, 235-237, 239, 242-252. 254-255, 258-262, 265-287, 290, 

?he o^SrjNovd'tjtl^^^^^^^ (No) with respect to claims 1-7, 10, 13, 15-19, 23-31 & 33-44 45 50 55-59, 63, 65-68 70-71, 
74-78 82-84 86-93 96 98 101-105. 107-1 10, 1 13, 1 15, 1 19, 121-122, 124-130, 133. 135-137. 153. 156, 165-166, 168-172, 176-181. 
Iw-IHIM 203. i07:21 1, 21V 218, 222. 226. 230. 234. 238. 240-241. 253. 256-257. 263-264. 288-289. 292-294. 299. 308-312 & 
330 

The opinion as to Inventive Step was positive (Yes)vi'ith respect to claims 72-73, 274-275 

The opinion as to Inventive Step was negative(NO) with respect to claims 1-71, 74-273 and 276-330 

The opinion as to Industrial Applicability was positive (YES) with respect to claims 1-330 

The opinion as to Industrial Applicability was negative(NO) with respect to claims NONE 

V. 2. Citations and Explanations: ^ u r^u * i mc /i aai aa(\\ 

] Claims 1-7. 10. 13, 15-19 & 23-44 lack novelty under PCX Article 33(2) as being anticipated by Zheng et al. (US 6.447,460). 

Zheng et al. disclose a thermal energy measurement apparatus, comprising: i. r 

a thermal energy sensor 17 comprising a plurality of disposable energy sensors attached to the skm surface by adhesive for 
measuring skin temperature; wherein the thermal energy sensor comprises a thermistor; and 

means 23 for coupling the thermal energy sensor to a skin surface of a body part, the couplmg means operable to couple the 
thermal energy sensor to the skin surface of the body part while not substantially changing the skin surface temperature of the body part; 
wherein the means for coupling comprises a mesh having a non-msulating material and an airflow channel (i.e. opening trom the mesh), 

a computer system 13 coupled to the thermal energy sensor; wherein the computer is coupled to an alerting device (see figs. 2-4, 
col. 4, lines 7-47). 

2. Claims 8-9. 1 1-12, 14 & 20-22 lack an inventive step under PCT Article 33(3) as being obvious over Zheng et al. (US 
6,447,460). 

Zheng et al disclose a thermal energy measurement apparatus, as described above, that fails to explicitly teach a computer 
system coupled to a thermal energy sensor by a wireless connection, or a thermal measuring device comprising a ring, a watck or a 

bracelet. ^^^^^^^ provide thermal measuring devices comprising a ring or bracelet (see fig. 1 of US 6,547,745) or a 

watch (see fig. 8 of US 5,050,612) or a computer system coupled to a miniature sensor by a wireless connection to emergency medical 
services (see abstract; see figs. 1, 3 & 7 & col. 2, lines 27-29 of US 5,634,468). 

^ As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide 
the method of Zheng et al, with a thermal measuring devices comprising a ring or bracelet or a or a computer system coupled to a 

thermal eneffy <;pnQnr hv a wirplp..; conne r finn to emergenrv medical services since it is kPOWP tO prOVldft thermal measuring deVlCeS 
Form PCT/ISA/237 (Supplemental Box) (April 2007) 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 



comprising a ring or bracelet or a or a computer system coupled to a thermal energy sensor by a wireless connection to emergency 
medical services. 

3 Claims 45, 50, 55-59, 63, 65-68, 70-71, 74-78, 82-84, 86-93, 96, 98, 101-105. 107-110, 113, 115, 119, 121-122, 124-130. 133, 
135-137, 153, 156, 165-166. 168-172, 176-181. 183-184, 192, 203, 207. 211, 215, 218. 222. 226. 230, 234, 238. 240-241. 253. 256-257, 
263-264, 288-289. 292-294, 299. 308-312 & 330 lack novelty under PCX Article 33(2) as being anticipated by Kaharalkar et al. (WO 

2004/017905). 

Kaharalkar et al. disclose a method for determining one or more health conditions comprising: 
providing a subject; 

measuring the skin temperature on a distal location to the artery of a body part on the subject; 

providing a vasostimulant to the subject; u u 

measuring the skin temperature changes of the body part during and subsequent to the provision of the vasostimulant; wherein the 
vasostimulant is provided for less than 5 minutes; and 

determining one or more health conditions for the subject based upon at least one of the skin temperature changes measured; 

such that the method is fully monitors changes in the hemodynamic parameters parameters of a patient including temperature, 
blood flow and/or blood oxygen content, which are fully capable of assessing smooth muscle cells, tissue perfusion, risk of hypertension, 
diabetes, systemic inflammation (see claims 1-20 of Kaharalkar; see figs. 1-2; see abstract; see par 0002, 0004, 001 1, 0018-0019, 0025). 

4. Claims 157-159 lack an inventive step under PCT Article 33(3) as being obvious over Kaharalkar et al. (WO 2004/017905). 

Kaharalkar et ai disclose a method, as described above, that fails to explicitly teach a thermal measuring device comprising a 
ring, a watch, or a bracelet. 

However, it is known to provide thermal measuring devices comprising a ring or bracelet (see fig. 1 of US 6,547,745) or a 
watch (see fig. 8 of US 5,050,6 12). ■ ^ a 

As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide 
the method of Kaharkar et al. with a thermal measuring device comprising a ring, a bracelet or a watch since it is known to provide 
thermal measuring devices comprising a ring or bracelet. 



5. Claims 46, 47, 49. 51-54. 60-62. 64. 69, 107. 140-141. 254-255 lack an inventive step under PCT Article 33(3) as being obvious 
over Kaharalkar et al. (WO 2004/017905) in view of Rohrscheib et al. (US 6,240.306). 

Kaharalkar et al. disclose a method, as described above, that fails to explicitly teach the step of applying a thermal energy 
source to heat the tissue. 

However, Rohscheib et al. disclose a method comprising the step of providing a vasostimulant to a subject either by applying a 
heat source or by applying a topical quantity of nitroglycerin onto the skin surface of a patient so as to induce vasodilatation for 
equilibrating the glucose or analyte concentration between the vascular system and the skin tissue and a step of measuring the patient's 
glucose after stabilization of the glucose level so as to provide a more accurate overall glucose concentration and predict the rate of 
glucose depletion or increase upon removal of the heating source (see col. 9, lines 38-46; col. 10, lines 7-45 & 51-56). 

As such, it would have been obvious to one ordinary skill in the art at the time Applicant's invention was made to provide the 
method of Kaharalkar et al. with the step of heating the skin surface as taught by Rohrscheib et al in order to induce vasodilatation for 
equilibrating the glucose or analyte concentration between the vascular system and the skin tissue and a step of measuring the patient's 
glucose after stabilization of the glucose level so as to provide a more accurate overall glucose concentration and predict the rate of 
glucose depletion or increase upon removal of the heating source. 

6. Claims 160-163, 175, 316 lack an inventive step under PGT Article 33(3) as being obvious over Kaharalkar el al. (WO 

2004/017905) in view of Nilsson et al. (US 4,379,461). 

Kaharalkar et al. disclose a method, as described above, that fails to explicitly a method wherein the skin temperature is 
measured on a contralateral body part. 

However, Nilsson et al. teach a method wherein contralateral skin temperatures are measured on both legs and calculating the 
differences between the two temperatures in order to diagnose the disturbances in circulation in the extremities o! a patient (see abstract; 
see figs. 1-3). 

Since Kaharlkar et al. teach a system for monitoring the changes in the hemodynamic parameters of a subject, it would have been 
obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide the method of Kaharalkar et al. with the 
step of measuring contralateral temperatures as taught by Nilsson et al. in order to diagnose the disturbances in circulation in the 
extremities of a patient. 

7. Claims 48, 189-191 & 297-298 & 300-307 lack an inventive step under PCT Article 33(3) as being obvious over Kaharalkar et 
al (WO 2004/01 7Q05^ in v i^w nf Walsall et al. (\ IS 4.428.382) — 
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Kaharalkar et ai disclose a method, as described above, that fails to explicitly teach a method wherein the difference in 
temperature is used to assess whether the patient has cancer. 

However, Walsall et al. teach that it is known to provide a method comprising the step of measuring the contralateral skin 
temperatures on both breasts and calculating the differences between the two temperatures in order to determine the presence or absence 
of assymetry therebetween so as to determine the probable presence and location of normal or diseased tissue (i.e. breast cancer) when 
the difference is less than 0.6 or greater than 1 degree Celsius (see abstract; see fig. 1; see col. 3, lines 42-48; col. 13, lines 19-45); 
Walsall et al. further teach that it is known to provide a method of monitoring a patient's condition wherein the patient's body part is 
placed in water (i.e. ice) so as to produce regular cooling of normal tissue, while lesions with increased metabolism would exhibit 
decreased cooling pattern in localized areas and their relationship to the cooling rate of normal tissue is measured and used for diagnosis 
of the presence or absence of the lesion (see col. 6, lines 48-68; col 7, lines 1-65); wherein the method further comprises the step of 
measuring a baseline body temperature (see col. 3, lines 9-19) such that a diseased tissue is diagnosed upon determination that the 
contralateral temperatures are greater than the reference temperature (see col. 13, lines 19-45). 

As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide 
the method of Kaharalkar et al. with the step of assessing the presence of cancer as taught by Walsall el al. in order to determine the 
probable presence and location of normal or diseased tissue (i.e. breast cancer) when the difference is less than 0.6 or greater than 1 
degree Celsius. 

Moreover, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide 
the method of Kaharalkar et al. with the step of placing the patient's body pan in water as taught by Walsall et al. in order to determine 
the probable presence of a lesion based on the decreased cooling rate and pattern. 

Even moreover, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to 
provide the method of Kaharalkar et al. with the step of measuring a reference temperature as taught by Walsall et al in order to 
determine the presence of disease upon comparison of the respective contralateral body part temperatures to the reference temperature. 

8. Claims 276-279 lack an inventive step under PCT Article 33(3) as being obvious over Kaharalkar et al. (WO 2004/017905) in 
view of Constantinides (US 6,090,050). 

Kaharalkar ei al. disclose a method, as described above, that fails to explicitly a method wherein the difference in temperature 
is used to assess whether the patient has a diabetic foot. 

However, Constantinides teaches that it is known to provide a method comprising the step of measuring the contralateral skin 
temperatures on both feet and calculating the difference between the two temperatures in order to determine the presence or absence of a 
diabetic foot (see figs. 1-2; see abstract; see col. 3, lines 47-61). 

As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide the 
method of Kaharalkar et al. with the step of assessing the presence of diabetic foot as taught by Constantinides in order to determine the 
probable presence diabetic foot. 

9. Claims 317-329 lack an inventive step under PCT Article 33(3) as being obvious over Kaharalkar et al. (WO 2004/017905) in 

view of Kopjas (US 3,463,854). 

Kaharalkar et al disclose a method, as described above, that fails to explicitly a step of measuring the effectiveness of a 
medication. 

However, Kopjas teaches that it is known to provide a medication in controlled dosages to a plurality of subjects to determine 
the efficacy thereof through careftjl, scientific and extensive research on the subjects (see col 2, lines I -20 & 37-70; co! 5, lines 6-1 9) 

As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide 
the method of Kaharalkar et al. with the step of measuring effectiveness of a medication as taught by Kopjas in order to determine the 
efficacy the medication through careful, scientific and extensive research on the subjects. 

10. Claims 79-81, 85, 97, 99-100, 106, 111-112, 114, 116-118, 120, 123, 131-132, 134, 138-139, 142-143, 154, 155, 164, 167, 182. 
185-188, 193-206, 208-210, 212-214, 216-217, 219-221, 223-229, 231-233, 235-237, 239, 242-251, 258-262, 265-273, 280-287 lack an 
inventive step under PCT Article 33(3) as being obvious over Kaharalkar et al. (WO 2004/017905) in view of Schaefer et al. (US 
2004/0019269). 

Kaharalkar et al disclose a method, as described above, that fails to explicitly a plurality of known clinical testing methods for 
early detection of inflammation, viral and bacterial infections. 

However, Schaefer et al. teach that it is known to test for inflammation, or viral/bacterial infection by monitoring the change in 
temperature of a body part of a patient (see abstract; see par 0003, 0005-0008, 0020-002 1 . 003 1-0039). 

As such, it would have been obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide the 
method of Kaharalkai" el al. with die step of testing for inflammation of the body part as taught by Schaefer el al. in order to non- 

invasively detect the early .stag es nf an inflammation. . — 
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1 1 . Claims 48 & 297-298 lack an inventive step under PCX Article 33(3) as being obvious over Kaharalkar et al. (WO 2004/0 1 7905) 
in view of Schonberger (US 6,077,228). 

Kaharalkar et al. disclose a method, as described above, that fails to explicitly teach the step of placing the patient's body part 

in water. 

However, Schonberger teaches that it is known to provide a method of monitoring a patient's condition wherein the patient's 
body part is placed in water (i.e. ice) so as to produce regular cooling of normal tissue, while lesions with increased metabolism would 
exhibit decreased cooling pattern in localized areas and their relationship to the cooling rate of normal tissue is measured and used for 
diagnosis of the presence or absence of the lesion (see abstract; see col. 7, lines 5-59). 

As such, it would have been obvious to one of ordinary skill in the art al the time Applicant's invention was made to provide 
the method of Kaharalkar et al. with the step of placing the patient's body part in water as taught by Schronberger in order to determine 
the probable presence of a lesion based on the decreased cooling rate and pattern. 

12. Claims 144-152, 252, 290-291, 313-315 lack an inventive step under PCT Article 33(3) as being obvious over Kaharalkar et al. 

(WO 2004/017905) m view of Chen et al. (US 6,332,867). 

Kaharalkar et al. disclose a method, as described above, that fails to explicitly teach a step of measuring the patient's blood 

pressure. 

However, Chen et al. teach method of measuring blood pressure in a manner that reduces the effects of white coat 
hypertension on the best estimate (see abstract; see figs. 1-2; see col. 10, lines 1-19). 

Since Kaharlkar et al. teach a system for monitoring the changes in the hemodynamic parameters of a subject, it would have been 
obvious to one of ordinary skill in the art at the time Applicant's invention was made to provide the method of Kaharalkar et al. with the 
step of measuring blood pressure as taught by Chen et al. in order to measure blood pressure in a manner that reduces the effects of white 
coat hypertension on the best estimate. 
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